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Bispecific antibody for cancer treatment - composed of an anti C-@erb@ 
@B@-2 gene prod, monoclonal antibody and an anti CD3 monoclonal 
antibody 
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Abstract (Basic) : JP 05170667 A 

The antibody is composed of an anti C-@erb@ gene prod, 

monoclonal antibody and an anti CD3 monoclonal antibody. More 
specifically, the anti C-@erb@ @B@-2 gene prod., monoclonal antibody is 
SER-4 and the anti CD3 monoclonal antibody is OKT-3. 

USE/ADVANTAGE - The bispecific antibody is effective for 
cancer treatment . 

Examples are as follows: (1) immunisation of animal and 
prepn. for an antibody producing cells where 6 week old BALB/c mouse 
was immunised with human breast carcinoma cell SK-BR-3 (ATCC HTB 30) 
and after final immunisation, spleen was extirpated and red blood cells 
removed were used for cell fusion; (2) prepn. of mouse myeloma cells 



where 8-azaguanine-resistant mouse myeloma cell line P3-X63-Ag8653 was 
used, (3) prepn. of hybridoma where mouse spleen cells obtd. by (1) and 
mouse myeloma cells (2) were mixed in a ratio of 10 : 1 using PEG-1000 
as accelerator, fused in MEM-DMSO mixed soln.i hybridoma being selected 
by twice cloning on HAT medium; (4) prepn. of an monoclonal antibody 
where pristine treated 8 week old nude female mouse was used; and (5) 
prepn. of a bispecific antibody where obtd. monoconal antibody OKT-3 
and monoclonal antibody SER-4 were used, and fragments Fab'-S-NB and 
Fab'-SH prepd. from these monoclonal antibodies were mixed at 1 : 1, 
incubated at room temp, for 4 hrs. and produced reconstructed F(ab')2 
was isolated as a bispecific antibody. Dwg.0/4 
Derwent Class: @B04@; @D16@; 

Int Pat Class: eA61K-039/395@; @C07K-015/28@; @C12N-005/20@;- @C12N-O15/D60 ; 
@C12P-021/06@; @C12P-021/08@; @C12P-021/08@ @C12R-001-91@ 
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lBI«JSn ttc-erbB-2JiiS7^S«i^yi^n-:J-;Wift«: 
imntm 2 ] Sic-erbB-2ffle^Mli»t / 

[000 1] 
[0002] 

-(Mature), 316^. 354-356 (1985). m, 311. 628-631 
(1985)) . A'f7.'^->7-ry^*i«^ttt, 2-p(DS;4o 

[0 0 0 3] A'-f x'<>'7-< 5'i'gi«^«fp|}-r^:&st 

UTtt, 20®<5ayi^D:/U>i^&N-»f^v'>-f 
saccininidyl-3-(2-pyridyldlthiol)-propioDateD -^S- 
7'f H (S-acetylmercaptosaccioic acid anhydride) 

• :t:/ • Xi^X'^U ;< • plT'-f ->>(!. Eip.Me 
d.). 163. 166-178 (1986)) , -f Sa/i'ar/U^iJ^ 

©Fab 7 7 > h f 3 u ««e^ UT^^A < (^sr -S 
[a-Dbryi" 5?*-:J-;i'«3r:/-'f AyDi^- 
CBor.j.iuiunoi.). 19. 1437-1441(1989» i3ii*ifi^^ 

[0 0 0 4] mmi^tmikmmz^-3x. mm^yi/ 

>-(;yKLance 0 . 335. 368-372(1990). ^Jx/U'J- 

• h95^-(Iiiimanol. Today). 12 , 51-54 (1991)) . * 

jt*L. ^nk.ntz,n^7.^i^y'{ vi;^^^{\F^:it. 

[0 0 0 5] khc-erbB-2:/Dh:J->ai?->S'^®i^ 

> H • ' /U^Di^-Olol. Cell. Bio.). _?, 11 

65-1172 (1989). /U:t^^i3)P ' VD^^Tt-^ • h5 
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VXTi' 5^3 XBIo.Soc. Trans.). 16, 675-677 (198 
8)) . 
[0006] 

[5!W*^»ftU<t5t-r<5K{S] *5!WOB«tt. 38S© 
[0007] 

bB-2®e?i£«j^ y a—)-jv^{^tm.m=E/ ^ d- 

c-erbB-2aeTt-?-©]S'a». a>«r©t:h 
K)ffilCfcViTlSffi5!SlxTV>.5 i:*iE?3$nTV>?,© 
T, laCD3ty □-:)-;U^(f::t*ic-erbB-2t / D- 

KiH)6ft«Stet©a<?»-^t)-a-T?, »«±ti&««»©iS 

[0 0 0 8] «T»C*^i«Si¥fifllC|!iW-r-5. c-erbB-2 
3ig^««lc»-r*tyi^a-:*-;i.lit«:©fP»tt. KT 
©t:feOffp. c-erbB-2jae?StiS:!lS»StTV>Sb 

20 hajsiffliiaft)4f&^fegsLfc®i^©ipfaB)Si:T'>x©# 

ffiBaBiat*K^S-&TA-f:;^'J H--7Sf^SU. c-er 
bB-23i&Pi64*€36SUTl'>«aii)fitEi6:U. c-erbB-2 

^r-f > A* 7 AjS: t-ei^Sbfc'b©*tfic-erbB-2ae^ 
S4!^t/i?n-:hJl/R*©aSltt#tLTtp<i-r«. CD 
3fc^fc*-r / if n-ir}\/im\%. t h*ffi|jliiu 

nTVi50KT-3;^d:©A'f ":/U H-T&fflViT«4t-«> 

[0 0 0 9] ::©j;5irUT#6n5 2a©*/^n- 

:J-;i^St«^&'<:/v'>-^AA-1'>T?fflaL. F(ab')i77 

-f h-Jl'(DTT)ftf*fflViTJi7C-rSJltfcJ;0. 

©Fab' -SH €5, 5' -i?5':ttiX-2-n hD'^>'/'f yi'T 
->-y H(DTNB)?i^Tffla-r-5Jli»Cj;DFab' yyif^> 
40 h©- h D'O-if^Sl^^iJTfcSFab' -S-NBIC^ft-r 
•5. #Sn-5Fab'-SHtFab'-S-NBt«jl-&U Past Pro 
tein Liquid Chroiiiatography(FPLC);ftirTMfif <5C:t 

[0 0 10] etTJC. *5S?q©AWX'^->7-< yi'ttd^ 

©a£s&«i^«icR§Q-r«. 

(1) ^fln<D9iMt^^M^Wm<o^&: 
c-erbB-2jae^gi^tC^*-r^^/ o-:^JV'ei(i^©f^ 
S: 3~2 oa<^©^'>XSfcii7y MCRK (c-crbB 
-2jae^«4Sl&!fiS3g«bTV»5lffllfi) SftlSEl/T. -t© 
50 AiKf©^. >J>Afi!. ;t(i|»ilii(t>©lafl^]£^l&«^IK-r 
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h (Complete Freund's Adjuvant) , t^tc\iJi^fk^7 )V 
to 0 1 U SiKwlft^tt. l|iIB©a^W«l~2a 

mmmmmi (el i s Aft) : es^s 

[0 0 12] Zmznr^=E:JtPU—)r)V^^(D{^m.: 

3~2 0ffl^<DV«>x*fctt7y McSiaK (th*<Bilii 

l~2jiia:fe^fc5~l 0|5Iff5. #S-^3~7Ha 

[0 0 13] il«»BI&^:#ilM8Blia(DH^(C«^-r•&IC%;& 
oT. fiiK!K»H®gi^t9:4»3~7HB»C, 

5. »K?£MEM««l«TfttlWrU tr>-b«;hT?S< 
U. SiA^J^m (l,200rpn. 5W) bfcS. ±fS?&J§T. 
h«JX-afll7>tr:<:/Aig« (PH7.65) -Cl~2^^ 

[0 0 141 (2) ^m3m<mm. 

ItiifLU. 8 -71fi^7::^>»ttT'>X (BALB 
/cA*) #flBiffll6«cP3-X63Ag8-01(P3-01) (a-nt 
7> • i^v— 'f Ay as?— (Bur,I. Inmuno 
I.), 6_. 511-519 (1976)) . SP2/0-Agl4(SP-2) C^-f 
9=-fr-(Nature)^. 269-270 (1978)) . P3-X63-Ag865 
3(653) izP\—^}\^ • itclf '-(A/ni^-a. iBUDOno 
1.).123. 1548-1550 (1979)) , P3-I63-Ag8a63) (.^-i 
5'-V-(Natore)J56, 495-497 (1975)) fi^ifim^^^tl 

c:ne.®a38at*tt, B-7ifif7->^^ crpmi-i 

640«F«t:i»^Jl'^'5> (I.SbM) , 2-:^)VU'fhX.df/ 
—)V (5X10 ' M) , i?x>5'V-f-» (lOitg/ml) 

4!j;Wfl&jejfii}s (Fcs) (csLtts. 1096) 

^fciSffl (KTiE?&^ifitVi5) $SlC8-71fi^ 
7n> (IS/tg/al) £flI>Lfc««B Ti»ft-r-B7J«, 89 
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1 o'msK±<DmmsL^mm^, 

[0 0 15] (3) fiii&a^ 

(1) T^6lSPbfc^^'^^©s^«cg4iHl^lla<t (2) xn^n 

fc»MMaBi&«:MEM«f«*fcttPBS ('J>K-:J-h 
'J^7A 1.83g. U^K-^U-^A 0.21g, :ftifi 7.65 
g, l8tS*lUy PH7.2) ■eJ:<«c»U tOieSc 
*^ Si^^lg^aBSa : #l6BaBfi= 5~ 1 0 : 1 Jrft^J; 

(1.200rpiii. 5^) Vfc^. ±m^ 

10 3 TtDT. ^UX^^^W^i'Un-Jl'-l.OOO (PE 
G-1.000) 2 g. MEM«ffi2ml:}3j;C^>?/g^Jl'X 
;P*=^^v'HO. 7ml©igjBt0. 2~lml/l O'ttft: 

K^aeiia*joA, i~2i>ra»fcMEM«iai~2mi 

SftI5IllPA&«» MEM««&ftl^T^*t5 Om nr 
;S:5<t5«C-r -5, S-tiJ-fS (900rpm, 5i» ±fS* 

««lfct#+-y->5^> (10-*M) . f-S,z» (1.5X10 

-»M) i3.fc?/75/:/x'J> (4xio-'M) &Jn;l&«F 

i» Jffl 1 0 Om 1 4'«CSgST5. 

[0 0 16] cioKSiBc^o 6/c»Slffl:/l'-M'i o 

0 it I /Jfiff O^ttU BXCOl 

•IJ. 3 7'CT7~1 4HK1SS1--&. iSS±fS 

O-gl5&t0SES^I^fea^l!l«teftt•fc<t0. c-erbB-2jae 

m^w^vx\'^u\^mutKS^hitw\^':f^i H-v* 

S*?-r5. -r^t^-e. S#«»iftle:J:0 5'D-->^Sr2 
HlSDjgU (10BttHT«ffl (HAT^«!*^&75y 
y7^'J>SI»tr>fc»«S) . 2 0BttiE«««S«ffl-r 

-2ffle^ y D -:)-Jl.tn:{^Sfe/\-f >^ U H - v» 
Sfc, |g«l©;?&&fflV»T, giCD3t 

[0 0 171 (4) ^/i;x\'-f)\^W/^<!im^ 
•^^)7.f'>9m (2.6,1 Q.\A-7-Vy/-'f)V^> 
9=ri3y (Pristane) 0. 5m 1 S||ErtJ9:-^U 2® 
WMHWr*) l/it8~10a^©"T»>X*fctt5t-HT 

(3) -C#enfcjEn;c-erbB-2®e?S'KJt/i' 

<W / D U H- vfflffi 2 X 1 0 • ~ 

5X1 o^awa/Esigfirtftifr i o~2 1 hi? 

S'C.>5Jl8t (3.000rpiii. 5^^) LTH}^5^*I»5& 
^, 40-50X68817 >*-!>ATlfi«tU DEAE— fe 
7ro-x*7A. T'ax'f >A-;«j5A*5t>tt'fe)l' 
n7r^>GSL200 0 (^ft^X^ttS) 0*7A 

[0 0 1 81 ft(|:<!!)^:/i'7X©St^tt. ^tt^=^J^ 
50 D-:>-;l/Si(*:^"f t:>i^*5'h (tf-f^yha®) »S 
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mt. □-U>-|£«<}:l/280DB-C(D!K3^SJ:r)@aibT ow, D.Laneig, Cold Spring HarborLaboratory=n, 1988 



:^;^«^*©F(ab')l79^^^>^ • • MOrpn, s^^) ±«sjiT, hux-fift;7> 

■i n-J~0.\mm^\.) ._m, 2895 (1983)3 SDHift ^:n<i7AJK (pH7.65) Tl~2»Pp1fflaL5^lfli*€l** 

-tt. 4asn«pab'-s-NBsy;wi^aThi^77^-T w 10 0 2 51 (2) v^xiwtttiawarowii 

miB-r<5. /VW>-^'<:/'»?6ffl<r»Tf^flUfc 8-71fi^7rr>i»tt-7!>X«ttlllHeJ8«cP3-X63-Ag865 

ttc-erbB-2jefe?jg«5^y ^ o-:h;i.fit«:©P(ab' ). 7 3SiE^JiEiaTlS«l/x tBIlfiBt^l^JC 2X1 O'SiOlffl 

#Sn5Fab'-SH«yjWi'D-7hif57-r-T«lll1- [0 0 2 61 (3) /W:/U K-VOfm 

4. jiE (1) •T;%f>ixrt^^7,ntmt±.$i (2) 

(0 0 2 01 Fab'-S-NBtFab'-SHS 1 : 1 Tjl^U. S: tXfcttfifiBaiaatS: 10:1 jS-t^^ 

>^=L'^-z^B>\y> ^m^n^mmmw)t m (i.2oorpin. ^at) ±«[*j&t. ttRUfcai 

i'Jt^^tl/TKTOSOjitft-r*. X^'U^yUn-JU-l.OOO (PEG-1,000) 2 g. M 

[002 1] EMi^fffi2m 1 :fe<fcl/v^5^;l'7.;PJl^+->H0. 7m 1 

(6) ;WX'<'>7-Y>y^Sift:OR«;tt<D»^ ©JgiSO . 2~ 1 m 1 / 1 0» -T^/XBimeSlin^. 1~ 

(5) T7fP«Snfcm;^^'>7-<!y^*t(*:tthU> 2^i^M»>CMEM«»l~2m 1 ?&jBclHimfcft. ME 

mi3j:l^c-erbB-2jte^]£tllSttffltet<OK^^ttS:m MJ§%€:J)nAT^*^ 5 Om 1 yztt^bii'^XzVtz. l&ib 

mi^m (lSm%^'7~a.r)W E.Harlow, D.Lanell, 5^(8 OOOrpin, 5^}-) S> ifSSItT, l05-?'*MC»lia 

Cold Spring Harbor LaboratoryM, 1988^) 1s.E\Zii S:lt<bfc^> :t-7.\i^yV\Zi:^mL^. 

DIH'^*. *-^*>fciMliaSH AT«« 1 0 0 m 1 tfcfflWbfc. 

[0 0 2 2] [0 0 2 71 :L<nmmm^^Qnm^m-fv-v\zio 

t h*<8jilU >Ai**^^-fe;i'V-^'-&fflViTCD4|©ttT 3 7*07? 1 0~ 1 4 BH^HLfc. «fSI±?S*tSK-B 

aija«i)-«U tftCD3fii{*:t'f>^'-D'f*>-2(IL-2) 5(7 R-saBiatRiSU. c-erbB-2Jife7^]g<ftfe5SabT^»a 

©SftT-eiSJI-r-S H t ICi: 0 U >A^*ett<b («T VVNIH-3T3 (ATCCS^CRL1658)ffl®t ttEiSU'i'aVi'i^x 

C!)4*^JW^-/;^^7-iBBISt"CrT^ISl/fcc-erbB-ai -n>y€ttDigUT, gtc-erbB-2ae7^S«!f*/i'D 

<fct^*SF«ETT?«$IU 5E8S8Blia*^^jS8l'r5"Cr03tf [0 0 2 81 iO/W:/U F-TSER-4©«^f 

>THSl«aj^-6 Z. tfc J: OSBBJg^mSiB'^i. ^-:^;^t^^^SER-4tt. c-erbB-2S^«<»Sf6SU 

(0 0 2 31 TV)« b hffjBimfiKATOIII (ATCC#WB103). b h:^ 

(8) K'f;i^'^J'7^yi^ttft:©J(tKJ»»«-2- n)S«0mS174T (ATCC»^188) , feJcr^-TC/XlHiaN 

JgttftCD4' A;Pyt-/:^7-aBBatc-erbB-2ae^j£ife IH-3T3ICc-erbB-2Sei^'£^Ab, c-erbB-Zjae^j^^J 
lilttfi5iiailfiS/'«-fX'^£/7-f yirR«:<i:it)Jcv":7XlC 4» *iSf8S-r^J:5Ka:ofclfflflaA4-15tSl<Ri£:U c-e 

»«U jBlfflieiCj;»)Jg)«$nSMl®0:fc#3&S!!^ rbB-2®e?ig4&&36aLTVi^ViV>;^aiiaNIH-3T3. 

«CtfciDSiBJ^«€il|'<«. «Tfc*58W©SIJS •7«>XlffllfiNIH-3T3fcBlras®ei'S«Abfc«S8aRASc 

W^^-r. D. *5j;i;fchB«ailfiy>3l^-^-JfflliaDaudi(ATCC#^ 

[0 0 2 41 CL213)ttt^<S>SU>4*»r3;fe. «iCD3^ 7 a-:?-;i' 

imtqi 3 (ATCC$#CRL800D «ATCCJ:OBtAL:&. 
( 1 ) mm<n^t^WM^U<o^n [00291 (4) D-:J-;WjK(*®Sj§ 

6a«&BALB/cv>>xic, c-erbB-23te?M«S>&ia5|3Sb r/UX^'^fflaUfcSa'frpi-Hlf-^'^'XlCiia (3) 

TV»5t hafiiailfiSK-BR-3(AICCS^HTB30)*Sj 1X10 If^^nfeA-f :/U H-V«c 5 ~ 1 0 X 1 0«ttl«!/IE6 

'iBiia/iHis»iRrtift#:feirwfiisrtts-^fcj:oijira 50 *-€-n-?n»iov>;^fcigfirtaEitufc. io~2ih 



ff5. 

[0 0 191 (5) mx'^v'^.^ s/i'fitfrwfpaa 
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K*S«1R (l~8Bl/lffi) (3, 
OOOrpa, 5») bTH»»SI^Ufc. 

[0 0 3 01 ^/;^D-:^;^it«:*MgGot€rtt. 

nfcK*S^^Ay77- a.5M^U-»-3M NaCI, 
pH9) ■C3«r»:/D7^'f >A— fe7ro-x*^A (7 

r- (0.1Mi7X>e PH4.0) T?IgGES5>SSWUfc. 
«?ffi^ffift::?-hU'?AO. SM&^SDbfcPBST-r* 

[0 0 3 11 *i«:©U-:/i'7X*v':7Xty i^n-:?-;!' 

i^>if^y c-erbB-2jae 
^S«>fcM-r-5^r/i' P-:f;i'Sl(t:SER-4ttlgGl. CDS 
fcJJfS^y'i'a:?— ;^til«^0KT-3tt, IgG2a*C*o 

[0 0 3 21 (5) /^-iT.^-yy^ 'yi'gifrWf^S 

* / ^7 D-:^;^S^^♦:0KT-3&'<:/-» (>'i''v(sigma)tt 

m ■C0.1Mi^X>K;ty7r-(Pll4.1)»l», 3 7*CT2 

^Rf&tt, IM NaHCOa ^lin^TpH<£ 8 lC±»f -5 Jl t fC J: i» 
0<9jfc3*&. ^:yi'P-:?-;l'tn;(t:SER-4tt. v- 

;^X'f>#ifiET. Sttfl;/VW> C7-S^>h>(Worlh 
iDgton)ttSO T7 3i!iM EDTAS-^tJO. IMi^KAy 77— 
(pH5.5)tf», 3 71CT3P#WJ!l)lUTF(ab')«77i^;* 
> h SSaSS bit, J:®»SgKl£;Jiei^jS«10iiiMfc>S:* J; 

\Z bT# Snfc 2 aOF (ab* )» 7 5 ^'^^ > h *-€-n-€tl 

[ 0 0 3 3 1 * / n-:J-;i/R{WKr-3©F (ab' hvyif 

7CRJS«. DTNB (^i^SSSmM) -efStJhS-B-. 4^bfcF 
ab'-S-NB*y;Pi^PVhi^77^-T^l8U/Su ^>'i' 
D-:J-Ml#SER-40F (ab' )i 7 7 b t>^tt 0 0. 5b 
II DnSffit>T®7cU Fab'-SHSy;Vi^n'7hi^77>r 
-Tefibfc. Fab'-S-NBtFab'-SH*l : lTS^l/> 
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F(8b')t*y;Wi?D->rhif97^-T*«U A'fX'^ 

[00341 40 
( 6 ) X'<>'7 i'tftfrORlSttOlSB 
&\t1tm* '\;l'/^-/=^^7-a3)fifeJ:t/NIH-3T38BE»Cc 

-r<5<fc5ic;a:ofcasjiaA4-i5fc^^-rs±i2 (s) Tfps 

4: 0 Sl'^fc. S>Sttti7 D— tJ-'f h h U-(FACScan) 

[0 0 3 51 m\&itm* ^)vn-/^y-mmzMLx 



ft, 8im4-15»c3tJbTli, mX'<5^7'f yi' 
«;#t*yi'n-:J-jl/tt*|£SER-4ttEi6:bfc*«, ^Vi' 

KsnfcAM :^'<->7^ ';/i'»[mjCD3iffitt>j >nnte 

-erbB-2jie^S«)]g*ffl8a©M;?«cRlSr2>ett*<» 
[00361 

(7) m X'<->7^ ryi7St#:©JtH^ft- 1 - 
ffittft;CD4* '^JW/X-Z^^-WSat' ' Cr-CgiSbfcc-er 
bB-2fie?^S«!>|!itt«l!a?£2 0 : 1 Olfc^Tf/W X'^S' 
7^yi'$i(*: (l/ig/ml) ©#fiT*4;lXlf#«TT 

® 3 Hfc^-r J: 5 ICc-erbB-2fie?l£«!iSJiS3(gabTVi 
^SVU. A4-15> KATOIIL LS174T©#«BKttiS^«C5ESS 
bfc. c-erbB-2Se^ll«lS5SSbTV>?S:V>Nm- 
3T3. RAScD, Daudi©§«ltettai^^:JES^biftA»■^ 
it. 
[0 0 3 71 

(8) A-fX'^->7-<^/^ei<^©fiiM0Sa«-2- . 

igttfl:cD4* A.jpA-/:^^7-ifflaa2 X 1 o'fit^raas 

ffl|ia2 X 1 0«fl£mX'<>'7-f 2/i'*i*(10/ig) t 
t'bfcJi-&U BALB/cX-Hve7Xt::feT^ttbfc. 
©J^*, m40t^-r«fc5IC. c-erbB-2ae^Sli«:iS 
%SbTVi<5«l8aA4-15 (04-A) tLS174T (04-C)T? 

tiffla, «ttft:CD4*'\;w^-/+7-ai)©#»ias. /t 

B»&n;ia:*>ofc. c-erbB-2ji&?Sf^*^Sb 
TViJaVifflteRAScD (04-B)-Ctt, MJaS, fi1Sfl:CD4* 
'\;i'/1-/+7-aBIKt/HX'<v'7W y^lfif^OitR^ 
^fc-Brffiat t>IBJS}g*©«llHtte» SnJted^ofc. 
[00 381 

[55?g©^:^l *%WJCj;n«llS©fe!lfC*^(i;^Jic-er 
bB-2Jie^jg<tJj=ey P-:J-;l'jK#i:taCD3^:/ P- 

[0ffi©f!B*;^BiWl 

[011 miHtt. A''f7.'<i^7wy5'ta(t^©fP§!S 
©IIEIl5?£a^i". 

[021 ^2Btt. /^-(7.^'yy4yi7^^tm^it 
CD4*A;WA-/+7-8a^ (0A) :feJ:i;MSaA4-15 

(0B) t©K)5&m3tSi{*=»T?^'<. 7P— y-'fh^ 

hU-(FACScan)T?<»«fbfcite*€*-r. a ; ^^^^SE 
^£:551t*Vii:^©S3tA5'->. b : i?P-:^JPtt 
4*cOKT-3*Rj&$-B:fct€r©niS'->. c;^:/i'P- 

:^;^ttfrSER-4&E^^1^:fc^:^©A^'->. d : m 

X'^5'7^ y i'tt(*:SE*3*^ct*©/^^''->. 
[031 SaStt. A<fX'<J^7^yi'«ifrO*iffi6 
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1$KS|t5-170 66 7 
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anti CD3 anti c-erbB-2 
F(ab')2 F(ab')2 

V V 

IDTT iDTT 
2DTNB 




S-NB HS 
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Target c-erb-B2 
cells canngslon Q 20 



^ ^ ^ WO 



roH-sn* No 

SVll Yes 

A4-15 yes 

RAScD No 

KATOm Yes 

Dandi No 

LS174T Ya 




I I 



--498— 



(7) 



<$raV5-170667 



[g]4] 




(5i)int.ci.« mmn /fi^sa*^ fi ^mm^mn 

C12N 15/06 

C12P 21/06 8214-4B 
21/08 8214-4B 
(C 1 2 P 21/08 
C12R 1:91) 



^99- 



